Introduction
Evidence-based medicine (EBM) is the conscientious, explicit, and judicious use of current best evidence in making decisions about the care of individual patients [1] . EBM is also the process of systematically reviewing medical progress and using clinical research findings to add to the delivery of optimum clinical care to patients [2] . Experience, good communication techniques, empathy, intuition, and the ability of the physician to make a decision against what is expected by evidence-based guidelines, however, clearly point out that statistical significance in clinical trials does not always have relevance in the individual case. If certain quality criteria are met [3] , medical decision-making can become more transparent through guidelines. They take into consideration the current knowledge, describe state-ofthe-art diagnosis and treatment, and are typically statements with the aim of supporting physicians in their decision about preferred measures for therapy. Therefore they should contain single components and easy-to-follow strategies [4] . Guidelines are usually based on evidence: In the hierarchy of research designs randomized, controlled trials are considered to be evidence of the highest grade, whereas observations at studies are viewed as having less validity because they reportedly overestimate treatment effects. This, however, has been questioned lately [4] . Evidence-based guidelines should not be applied without taking into consideration the individual patient and the individual circumstances [5, 6] . Each treatment decision should be made on this basis and with the consent of the informed patient. Standards are never definitive. Guidelines are therefore intended for treatment facilitation in such a way that in each individual case physicians can use a set of procedures that have proven to be successful in the treatment of many patients. Patient autonomy is an ethical and legal prerequisite. Medical guidelines cannot influence patient autonomy, especially in palliative care, they only offer physicians a way to provide the patient with the best information available. The adequate use of guidelines offers major advantages to physicians, other adversely affected by medical diagnostics and treatment. Therefore, a willingness to make compromises, depending on changing circumstances and an ability to treat without diagnosing are necessary skills of a good physician, even though they do not have a place in evidence-based medicine. All of this will be found rather in the office of the doctor, who is able to consider the complexity.
Risk 4: Guidelines Do Not Work in Complex Clinical Cases
Deviation from guidelines is often necessary when treating the individual patient. For example, a patient on a palliative care unit with advanced head and neck cancer would on the one hand have a low likelihood of cure with a certain recommended procedure and a statistically estimated survival. On the other hand, palliative treatment may not hold the chance of survival, but a certain time with little side effects and a reasonable quality of life until late in the disease. In this situation a hand-tailored calculation could provide the probabilities of moderate and severe side effects with palliative treatment. [10] . The resultant decision tree established for each patient will tell the physician the best possible solution to a problem, such as the preferred treatment procedure in a malignant disease. Decision analysis offers a repertoire of techniques, which may be useful for the evaluation of complex choices in clinical medicine [11] . The following parameters and treatment aims play a varying role in each clinical case: -probability of cure from radical treatment, -survival time for untreated patients, -life expectancy with palliative treatment, -life expectancy with radical treatment, -latency period before complications develop, after curative or palliative treatment -life expectancy for cured patients, quality factors and survival increments.
Risk 5: Clinical Trials Do Not Represent the Patient Population
In addressing the patient's risk of adverse events without treatment and risk of harm with therapy, clinicians must recognize that patients are rarely identical to the average study patient. Differences between study participants and patients in 'real-world practice' tend to be quantitative (differences in degree of risk or response to therapy), rather than qualitative (no risk or adverse response to therapy). Therefore, it is ironic to relate data of a poorly representative sample to the entire affected population [12, 13] .
Risk 6: Who Decides Which Patient Is Represented by the Study Aim?
The applicability of clinical trials to individuals depends to a large extent on the outcome parameters used. In the case of cancer trials typical examples of such parameters are: mortality rate, quality of life, or life prolongation. However, what is the best outcome parameter in the individual case and what is its relation to the realistic probabilities with a given treatment? For example, there is little room for regional modification of internationally established standards.
Risk 7: Failure to Adhere to Guidelines or Use of Wrong Guidelines
Formulation and knowledge of guidelines does not necessarily mean that clinical behavior is being modified. Administrative support and other ways to establish guidelines in everyday clinical practice have been undertaken. Among these efforts are to copy guidelines and to include them into patient's charts and visits. Constant evaluation of and feedback on guideline adherence is therefore a key objective. In a hypothetical situation, a female patient may be treated for recurrent urinary tract infections (UTI). The family physician judges it an uncomplicated finding. However, over the months, recurrent infections of one kidney lead to unilateral nephrectomy. It comes to a trial and the expert witness decides that it was not an uncomplicated but a complicated UTI, so that the application of guidelines for the treatment of an uncomplicated UTI was wrong and rather guidelines for the treatment of a complicated UTI had to be implemented. The home physician will then be sentenced to payments, because he applied the wrong guidelines.
Risk 8: The Role of the Patient Is Neglected
The application of statistics drawn from clinical trials to the individual patient is very demanding. But what really makes the experienced physician indispensable is taking into account factors such as the patient's wish and the patient's individual right of self-determination (patient autonomy) to decide in favor of or against a certain treatment.
Risk 9: Guidelines Are not Legally Obligatory
Guidelines are recommendations, they are not law. The legal implications of guidelines are therefore not clear at this point, at least from an international point of view. It is conceivable, however, and rather likely that published guidelines will be used if liability and insurance questions are raised.
Risk 10: Evidence-Based Medicine Is the Basis for Managed Care
Managed care structures consider modern management concepts with the objective to directly influence patient and physician behavior. Of course, the instruments of evidencebased medicine as well as guidelines can be used, but they will typically only be utilized if they lead to a control of patient and physician behavior, cost reduction, and the optimization of processes in an economic framework. Thus, managed care does not necessarily aim at the improvement of treatment quality but at cost reduction and therefore cannot be compared with evidence-based medicine [14] .
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Conclusion
Taken together, the role of the physician is more important than ever, not only to have knowledge of the various guidelines in various diseases, but also to apply those guidelines and to convince the patient of the meaning of those guidelines. In that regard, there is still the need for the freedom of empirical decision making of the individual physician in the individual patient-physician relationship. This will probably remain like this as long as there are patients and doctors.
